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FULL PRESCRIBING INFORMATION

'WARNING-INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS

ly patients wi i is treated with anti dc drugs are atan
i isk of death. Ziprasidone ide is treatment of
patients with dementia- psychosis [see Warnings and jons (5.1)]

1INDICATIONS AND USAGE.
Ziprasidone hydrochloride capsules are indicated for the treatment of schizophrenia,as monotherapy for
the acute treatment of bipolar manic or mixed episodes, and as an adjunct to or valproate for the
muintenance treatment of bipolar disorder. among the alternative lable for
the condition needing treatment, the prescriber should corsider the finding of ziprasidone's greater
capacity to prolong the QT/QTC interval compared to several other antipsychotic drugs [see Warnings
and Precautions (5.3)]. Prolongation of the QTc interval is associated in some other drugs

ability to cause torsade de poirtes-type arrhythmia, a potentially fatal polymorphic ventricular
tachycardia, and sudden death. Inmany cases this would lead to the conclusion that other drugs should
be ied first. Whether ziprasidone will cause torsade de pointes or increase the rate of sudden death is
not yet known [see Warnings and Precautions (5.3)]

Schizophrenia
rasidone hydrochloride capsules are indicated for the treatment of schizophrenia inadults [see

Clinical Sudies (14,1

Bipolar I Disorder (Acute Mixed or Manic Episodes and Maintenance Treatment as an Adjunct

o Lithium or Valproate)

« Ziprasidone hydrochloride capsules are indicated as monotherapy for the acue treatment of adults

with manic or mixed episodes associated with bipolar I disorder [see Clinical Studies (14.2)].



« Ziprasidone hydrochloride capsules are indicated as an adjunct to lithium or valproate for the
mainienance treament of bipolar I disorder in adults [see Clinical Studies (14.2)].

2 DOSAGE AND ADMINISTRATION

terals of ot essdan 2 day< a5 steady-stae is achieved within 1 o 3 days. Inorder to ensure use of

be observed for several weeks

before upward dosage adumen.
Efficacy inschizophrenia was demonsirated ina dose range of 20 mg 1o 100 mg twice daily inshort-
tem plcebo-conrolled clicl wils. Thete e e owrd dos respore wilin h range of 2
0 mg twice daly, butresuls were ot cosisten. Anincease 02 dose greater an80 g wice
il nerally recommended. The safety of doses above 100 mg twice daily has not been
stamatcahy evaluated nclinicalwials o Clnicl s (14.).
Maintenance Treatment

While there is no body of evidence available to answer the question of how long a patient treated with
ziprasidone should remain on i, a maintenance study i patients who had been symptomatically stable and
then randomized to continue ziprasidone or switch (o placebo demonstrated a delay in time to relapse for
patient receiving ziprasidone hydrochloride. (see Clinical Studies (14.1)). No additional benefit was
demonstrated for doses above 20 mg twice daily. Patients should be periodically reassessed to
determine the need for mairtenance treatment.

22 Bipolar I Disorder (Acute Mixed or Manic Episodes and Maintenance Treatment as an
Adjunct to Lithium or Valproate)

Acute Treatment of Manic or Mixed Episodes

Dose Selection-Oral Llpmsldnm shold be sdmiisterd st an it iy dose of 40 g wice aly
with food. The dose may then be increased o 60 mg or 80 mg twice daily on the second day

weatment and subsrqurmly ausied on th basis of tolerance and lficacy withn he ange 40 1 ..g 10 80
mg twice daily. I the flexible-dose clinical trials, the mean daily dose administered was approximately
120 mg [see Clinical Studies (14.2)]

Maintenance Treatment (as an adjunct to lichium or valproate)

the patient was within the range of 40
ice ith food. Patients should be periodically reassessed to determine the need for
maintenance treament [see Clinical Sudies (14.2)].

3 DOSAGE FORMS AND STRENGTHS

prsidane bydvochlorde capules ae differeated by capsule colosize e inprned inblck
i " and a unique number. Ziprasidone hydrochloride capsules are supplied for

advinistation h 20 g (o), 40 m (o luc, 60 mg (ke hwhite), and 50 mg (loeiwhite)
capsules. They are supplied in the following strengths and package configurations:

Ziprasidone Hydrochloride Capsules

Gapsule Strength (mg) Imprint
20 V51
40 vs2
60 vs3
80 V54

4 CONTRAINDICATIONS

4.1QT Prolongation
cause of ziprasidone’s dose-related prolongation of the QT interval and the known association of
fatal arrhythmias with QT prolongation by some other drugs, ziprasidone is conraindicated
« in patients with a known history of QT prolongation (including congenital long QT syndrome)
o in patients with recent acute myocardial infarction
o in patiens with uncompensated heart failure

and other drugs that prolong the QT
interval have not been performed. An additive effect of ziprasidone and other drugs that prolong the QT
interval camot be excluded. Therefore, ziprasidone should not be given with:

« dofeilide, sotalol, quinidine, other Class Ia and Ill ant-arrhythmics, mesoridazine, thioridazine,
chlorpromazine, droperidol, pimozide, sparfloxacin, garifloxacin, moxifloxacin, halofantine,
mefloquine, pentamidine, arsenic trioxide, levomethadyl acetate, dolasetron mesylate, probucol or
wacrolims.
other drugs Qr ionas one of their ects and

iave this effect described in the full prescribing v s 5 omesicaonr s oved o
bolded warning [see Warnings and Precautions (5.3)!.

4.2 Hypersensitivity

inindividuals with the product.

5 WARNINGS AND PRECAUTIONS

5.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis,

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased
risk of death. Analyses of 17 placebo-controlled irials (modal duration of 10 weeks), argely in patieres
taking atypical antipsychoric drugs, revealed a risk of deaih in drug-treated patients of between 16 (o
1.7 times the risk of death in placebo-reated patients. Over the course of a typical 10-week contolled
wial, the rate of death in drug-treated patients was about 4.5%, compared (0 a rate of about 2.6% in the
placebo group.

Although the causes of deat were varied,nostof the deaths appered o be efher cadiowascular
(e.g. heart failure, sudden death) or infectious (e.g., preumonia) in natre. Ziprasidone ydruchh}rlde is
ot approved for the reamentof patiens with dementa rlated psychosis. (e Bosed Worn

Warnings and Precautions (5.2)1

Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with Dementia-
Relsted Psychosis

Inplacebo-controlled wials in elderly subjects with demeniia, patients randomized to risperidone,
aripiprazole, and olanzapine had a higher incidence of stroke and transien ischemic atack, including
fatal sroke. Ziprasidone is ot approved for the treatment of patients with dementia-related psychosis
[see Boxed Warning and Warnings and Precauions (5.1)]

53 QT Prolongation and Risk of Sudden Death

Zipr ould be avoided in combination with other drugs that are known to prolong the QT
imerval [see Cam.rmmluunonx (4.)and Dy nracions (7)1 Acddloraly, lisiclcs should be slet
o the i other drugs that have observed o prolong the QTc interval
Such drugs should ot be rescribed with siprasdone. Zipraidone should s be aveided in padens
with congenital long QT syndrome and in patients with a history of cardiac arhythmias [se
Contraindications (4)

A study directly comparing the QT/QTc prolonging effect of oral ziprasidone with several other drugs
effective in the treatment of schizophrenia was conducted in patient volunteers. In the first phase of the
wial, ECGs were obtained at the time of maximum plasma concentration when the drug was administered
alone. Inthe secord phase of the wral, ECGs were obined at he time of maximum plasm concentration
while the drug was hibitor of the CYPAS03A4. the drug

Inthe first phase of the study, the mean change in QTc frombaseline was calculated for each drug,
using a sample-based correction that removes the effectof heartrate on the QT interval. The mean
increase in QT from baseline for ziprasidone ranged from approximately 9 o 14 msec greater than for
four of the comparator drugs (risperidone, olanzapine, quetiapine, and haloperidol), but was.
approximately 14 msec less than the prolongation observed for thioridazie,

Inthe second phase of the study, the effect of ziprasidone on QTc 1=ngm was ot augmerted by the
presence of a metbolic inhibitor (ketoconazole 200 mg twice daily)

Inplacebo-cortolled s, oral iprasidone ncreased he Qe ..mml conpared o placelo by
160

ol withoral
ko, the elemocardmgmm ot 22508 0. De%) o recivei
vdnachioride amd 1440 (0.2356) padens who received p!aceho revealed QT \mervals exceedig he
potentally clinicall 0f 500 msec. In tients, neither c

Siggested aole of sprasdore. One paten had  hstory of pmlol@ed are andascreening
esourementof 439 msec: Q¢ was 303 e drin sipesidone trcamen: The othr patien had
QT of 391 e atthe ol of wesman wih sprasone and upon owiehing o horidusne
experienced QTc measurements of 518 and 593 msec.
Some drugs tha prolong the QI/QTc nervl hve been ssociated with e occurtrce of torsade de
intes and The qr torsade de poines is
clearest for hrgzr Increases (20 msec an grater)bu i possibl tatswaller QT/GTe prolongations
may also increase risk, or increase it in suscepible individuals. Although torsade de poimes has not

the use of ziprasidone studies and experience is (00
limited to rule out an increased risk there have been rare post-marketing reports (inthe presence of
mliple confounding factors)[sce Adverse Reactons (62)

As with other antipsychotic drugs and placeb deaths have

ptints king Apiasdone at recommended doses. The premarketng experience fo sprasdone did ot
reveal an excess tisk of mortality for ziprasidone compared to other anipsychotic drugs or placebo, but
the extent of exposure was limited, especially for the drugs used as active controls and placebo.
Nevertheless, ziprasidone's larger prolongation of QTc length compared (o several other antipsychotic
drugs raises the possibility thatthe risk of suddcn death may be greater for ziprasidone than for other
available drugs for treatin w© in deciding among
alternative drug products [see Indications s Usage .
Certain circumstances may increase the risk of the occurrence of torsade de pointes andior sudden death
inassociation with the use of drugs that prolong the QTc interval, including (1) bradycardia; (2)
hypokalemia or hypomagnesemia; (3) concomitant use of other drugs that prolong the Q¢ interval; and
(@) presence of congenital prolongation of the QT interval.
Itis recommended that patients being corsidered for ziprasidone treatment who are atrisk for significanc
electolyte disturbances, hypokalemia in particular, have baseline serum potassium and magnesium
measurements. Hypokalemia (andior hypomagresemia) may increase the risk of QT prolongation and
arthythmia. Hypokalemia may result from diureiic therapy, diarthea, and other causes. Patients with low
serumpotssm ot msgoesiumshold be replted il those siecrolyes before procesding with
treament. It is essential (0 p in patients for therapy
is mtoduced durig siprasidone weatmert. Persisteny prolonged Qe iervals may also increase fhe
risk of further prolongation and arhythmia, but it is not clear that routine screening ECG measures are
cifecte ndetnctng such s, Raber,sprsidosshould be volded s ptets wit stories of
g rdial infarction,
Amborpersated beartfallure,or ardiac arrhvlhmm Lpu,.uum should be discontinued in patients who
are found to have persistent QTc measurements >500 ms
For patients taking ziprasidone who experience symptoms that could indicate the occurrence of torsade
de pointes, e.g., dizziness, palpitations, or syncope, the prescriber should initate further evaluation,
e.g., Holter moritoring may be useful.

5.4 Neuroleptic Malignant Syndrome (NMS)

A potendally fatal symptom complex sometimes referred 1o as Neuroleptic Malignant Syndrome (NMS)

s been eported inassociaon with adminsiaonaf nipsychotc drugs. Clnical mamfesmunm of
wperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instabili

(mtgulm pulseor lood presure, Cachycardin, phoresi, and cardiac dystythnia, /\ddumml signs

‘The diagnostic evaluation of patients with this syndrome is complicated. Inarriving at a diagnosis, itis
important o exclude cases where the clinical presentation includes both serious medical illness (e.2.,
neumoia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs an
symptoms (EPS). Other important considerations in the differential diagnoss include central
anticholinergic toxicity, heat stroke, drug fever, and primary central nervous system (CNS) pathology.
“The management of NMS should include: (1) immediate discontinuation of antpsychotic drugs and other
drugs not essential ©0 concurren therapy; (2) intensive symptomatic treatment and medical monitoring;
and (3) weatment of any concomitant serious medical problems for which specific ieatments are
available. There is no general for NMS.

1 a patient requires antipsychotic drug treatment after recovery from NMS, the potental reinroduction
of drug therapy should be carefully corsidered. The patient should be carefully monitored, since
recurrences of NMS have been reported.

55 Severe Cutaneous Adverse Reactions

Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)

Drug Reaction with Eosinophilia and Systemic Sympioms (DRESS) has been reporied with Ziprasidone
exposure, consists of a combination of three or more of the following: cutaneous reaction
(such as rash or , cosinophilia, fever, and one or more systemic
complications such as hepatits, nephritis, preumonitis, myocardits, and pericardits. DRESS is
sometimes fatal. Discontinue ziprasidone if DRESS is suspected.

Other severe cutaneous adverse reactions.



Other ha with
iprasidone exposure, Severe culaneous adverse reac o are Somesines fa ket ziprasidone
if severe cutaneous adverse reactions are suspected.

5.6 Tardive Dyskinesia

A syndrome of potenially irreversible, involuniary, dyskinetic movemenis may develop in patients
undergoing treatment with antipsychotic drugs. Although the prevalence of the syndrome appears to be
bighestarng theelderly,especalyeldecly womes i Lingoseble ey upon prevlencs extomes
to predict, a the inception of antipsychotic treatment, whi o kel i develop e eynirone
Whether antipsychotic drug products differ intheir potential o cause tardive dyskinesia is unknow:

‘The risk of developing tardive dyskinesia and the likelihood that it will become irreversible are
believed to increase as the duration of treatment and the total cumlative dose of anipsychotic drugs
administered to the patient increase. However, the syndrome can develop, although much less
commonly, after relatively brief treatment periods at low doses.

of tardi although the syndrome may
remit,partially or completely, if anipsychotic reatment is withdrawn. Atipsychotic weatment itself,
however, may suppress (or partally suppress) the sigas and symptoms of the syndrome, and thereby may
possibly mask the underlying process. The effect that symptomatic suppression has upon the long-term
course of the syndrome is urko
Given these comideraton, iprsidoneshould be prescibed ina mamer that s most ey 1 miinize
the occurrence of hronic antpsycho rved for
Dens who suer froma chronie Hines that (1) s v 0 respond 0 apeychodc dmgs, i ) for
homalienaive, equally effecive, b potenially Ieos harmiul eatmens are ot avalabl
oproprat. Inpatens who do eduire hronic neatmen. e smalestdose and he shoriet durationof
weatment producing a saisfactory clinical response should be sought. The need for continued treaument
should be reassessed periodically

1 sigas and symptoms of tardive d
Shouldbe conerdered.However,some pai moy el ot wih zlprasldmva despite the
presence of the syndrome.

5.7 Metabolic Changes
Atypical antipsychotic drugs have been associated with metabolic changes that may increase
cardiovascularicerebrovascular risk. These metabolic changes include hyperglycemia, dyslipidemia,
and body weight gain. While all of the drugs in the class have been shown to produce some metabolic
changes, each drug has its own specific risk profile.

Hyperglycemia and Diabetes Mellitis

Hyperglycemia and diabetes mellius, in some cases extreme and associated with ketoacidosis or
hyperosmolar coma or death, have tient treated with atypical There
have been few reports of hyperglycenia or diabetes in patients treated with ziprasidore hydrochloride.
Although fewer patienss have been treate itis not known f this more
limited experience is the sole reason for the paucity of such reports. Assessment of the relationship
between atypical antipsychotic use and glucose abnormalities is complicated by the possibility of an
increased background risk of diabetes melliws in patients with schizophrenia and the increasing
incidence of diabetes mellius inthe general population. Given hese confounders, he relationship
between aypical antipsychotic use and d adverse reactions is

understood. Precise risk estimaes for hypelgly(slma—lelamd adverse reactions in patients treated with
atypical antipsychotics are not available.

Patients with an established diagnosis of diabetes mellitus who are started on atypical antipsychotics
should be monitored regularly for worsening of glucose control. Patients with risk factors for diabetes
mellitus (e.g., obesity, family history of are starting atypical i
should m.augu fastng blood glucose testing at the beginming of treatment and periodically during

wean with atypical should be monitored for symptoms of
Tperghvcema nchuding polydipsis, Polyuri, polyphagia and weloess. Paens uho deelop
symptoms of hyperglycemia during treatment with atypical antipsychotics should undergo fasting blood
Tucose sty some cases, hyprglycenia has Tesolved when he awpical anipsycholic wos
discontinued; however, some patients required continuation of antidiabetic treatment despite
discontinuation of the suspect drug.

Pooled ia and bipolar disorder are
presemed T Tables 1104 Note thtfor he floxible dose Snudics mbothschizoprrensa and ipalr
disorder, each subject s categorized as having received either low (20 to 40 mg BID) or high (60 to
50 m 1) dose pased on he subjects modal daiy dose.Inthe bles showing eategorical changes.
the percentages (% column) are calculated as 100x(wN).

‘Table 1: Glucose” Mean Change from Baseline in Short-Term (up to 6 weeks), Placebo-
Controlled, Fixed-Dose, Oral Ziprasidone, Monotherapy Trials in Adult Patients with
Schizophreni

Miean Random Glucose Change from Baseine g/, (N)
Ziprasidone Placebo
SmgBID 20 mgBID 40mgBID G0 mgBID 80 mgBID 100 mg BID
11 (N=45) +2.4 (N=179) 0.2 (N=146) -0.5 (N=119) -1.7 (N=104) +4.1(N=85) +1.4 (N=260)
Random” glucose measurements—fasting/non-fasting satus unknown

‘Table 2: Glucose” Categorical Changes in Short-Term (up to 6 weeks), Placebo-Controlled, Fixed-
e, Oral Ziprasidone, Monotherapy Trials in Adult Patients with Schizophrenia

Laboratory Analyte Category Changn (atleast once) from Baseline Treatment Arm N 1 (%)
Random Glucose Normal 1o

(<100 meATL 2 2126 mg/dLy Ziprasidone 438 77 (17.6%)

Placebo 169 26 (15.4%)

Ziprasidone 159 54 (34.0%)

Placebo 66 22(33.3%)

Borderline to Hig)
100 gl ac s me/dL t0 2126 mg/dL)

“*Random” ghicose measurements - fasting/non- fasting status unknown
Inlong-term (at least 1 year), placebo-controlled, flexible-dose studies in schizophrenia, the mean

change from baseline in random glucose for ziprasidone 20 to 40 mg BID was -3.4 mg/dL (N=122); for
ziprasidone 60 to 80 mg BID was +1.3 mg/dL (N=10); and for placebo was +0.3 mg/dL. (N=71).

Table 3 Glucose” Mean Change from Baseline in Short-Term (up 0 6 § weeks),
, Oral Ziprasidone,
"R P i Bipolar Disorder

Mean Fasting Glucose Change from Baseline mg/dL (N)
Ziprasidone
Low Dose: 20 to 40 mg BID High Dose: 60 to 80 mg BID Placebo
+0.1(N=206) +1.6 (N=166) +1.4 (N=287)
* Fasting

‘Table 4: Glucase" Categorical Changes in Short-Term (up to 6 weska),

" Adult Patients with Bipolar Disorder
Laborstory  Gategory Chunge (e eastonce)  Treaumeat N n(%)
Analyte in Arm

Fasting Normal to H\glv (<mo L 02126 Ziprasidone 272 5(16%)
Glucose mg/dL) Placebo 210 2(1.0%)

Borderline to High (2100 mg/dL and  Ziprasidone 79 12 (15.2%)

<126 mg/dL to 2126 mg/dL) Placebo 71 7(9.9%)
Dyslipidemia
Undesirale aleratonsin hplds ave beenobserved inpatens weated withavpicl anipsychorcs
Pooled d re presented in Tables 5 o
[2

‘Table 5: Lipid" Mean Change from Baseline in Short-Term (up to 6 weeks), Placebo-
Controlled, Fixed-Dose, Oral Ziprasidone Monotherapy Trials in Adult Patients with
schizophrenia

Mean Lipid Change from Baseline mg/dL (N)
Laboratory Ziprasidone Placebo
Analyte
SmgBID 20mgBID 40 mgBID  60mg  B0mg 100 mg
BID

BID
Triglycerides  -129 96 -173 -16.0 -18.5

(N=45) (N=146) (N=104) (N=260)
Toul 36 0 47
Cholesterol

(N=45) (N=181) (N=147) (N=120) (N=104) (N=85) (N=261)
**Random” lipid measurements, fasting/non- fasting status unknown

‘Table 6: Lipid” Categorical Changes in Short-Term (up to 6 weeks), Placebo-Controlled,
Fixed-Dose, Oral Ziprasidone Monotherapy Trials in Adult Patients with Schizophrenia

Laboratory Analyte Category ~Treament N n(%)
Change (at
least once)
from
line
— ety o 1 o4
Placebo 260 53 (20.4%)
Normal to
i
“Bomt praidore 429 63014790
oo
maiy
Placebo 152 12(7.9%)
Borderline to
CIOMAL i 52 a3se)
i
oo many
Placebo 41 12(29.3%)
Total Cholesterol Increase by Ziprasidone 682 76 (11.1%)
ot
Pucho 1 26(100%)
Normal o
HED DO e w0 1505%)
2240 mg/dL)
bk 145 000w
Borderline to
High
GO e 207 56 @r%)
mg/dL ©
2240 mg/dL)
Placebo 82 22(26.8%)

““Random” pid measurements, fasting/non-

sing status unknown

Inlong-term tess | yer, placebo-contoll e, flexibl-dose sudiesinscizophrria, e mesn
change from baseline in random triglycerides for ziprasidone 20 to 40 mg BID was +26.3 mg/

(NSToy ot iprasidont 60 1 80 i B> was -30.3 g/l (N-10): and for placebo was +13 s el
(N=9). Inlong-term (at least 1 year), |, flexible-dose studies

mean change from baseline in random total cholesterol for ziprasidone 2010 40 ng BID ws 12 3
mg/dL (N=14); for ziprasidone 60 to 80 mg BID was -19.7 mg/dL (N=10); and for placebo was -28.0
mg/dL (N=9).

‘Table 7: Lipid" Mean Change from Baseline in Short-Term (up o 6 weeks),
Placebo-Controlled, Flexible-Dose, Oral Ziprasidone Monotherapy Trials in
‘Adult Patients with Bipolar Disorder

Laboratory Analyte Mean Change from Baseline mg/dL (N)
i Placel
Low Dose:20 0 40 High Dose: 60 to 80
mg mg BID

Fasiing Triglycerides  +0.95 (N=206) -35(N=165) 486 (N=286)
Fasting Tot: 28 (N=206) 34(N-165) 16 (N=286)
Cholesterol

sting LDL, 3.0 (N=201) B1N=158) 197 (N=270)
Cholesterol
Fasting HDL -0.09 (N=206) +03(N=165)  -0.9 (N=286)
cholesterol

* Fasting



‘Table 8: Lipid” Categorical Changes in Short-Term (up to 6 weeks), Placebo-Controlled,
Flexible-Dose, Oral Ziprasidone Monotherapy Trials in Adult Patients with Bipolar
Disorder
Laboratory ~ Category Change (atleastonce) from ~ Treatment N n(%)
Analyte  Baseline Arm

Fasting Increase by 250 mg/dL. Ziprasidone 371 66 (17.8%)
Triglycerides Placebo 286 62QL7%)
Normal to High (<150 mg/dL to 2200 mg/dL)Ziprasidone 225 15 (6.7%)
Placebo 179 130.3%)
Borderline to High (2150 mg/dL and <200 Ziprasidone 58 16 (27.6%)

mgdL. 1o >200 mg/dL) Placebo 47 1429.8%)
Fasting Total Increase by 240 mg/dL Ziprasidone 371 30 (8.1%)
Cholesterol Placebo 286 13(4.5%)
Nnmnl o High (<200 mg/dL. to 2240 dprsidone 24 5C.5%)
dL) 151 2(13%)
Bolderlme o High 200 mg/dL and <240 z.pxasmom 10610 9.4%)
mgdL to 240 mg/dL 87 15(17.2%)
Fsting LDL  Increase by 230 ﬂg/dl. z.pmmm 359 39 (10.9%)
Cholesterol Placebo 270 17(6.3%)
Normal to High (<100 mg/dL. o 2160 Ziprasidore 115 0 (0%)
mg/dL) Placebo 89 1(L1%)
Borderline 0 High (zmu mg/dL and <160 Ziprasidone 193 18 (9.3%)
me/dL. to 160 mg/dL) Placebo 41 1409.9%)

Fasting HDL  Normal (>=40 mg/dL) to Low (<40 mg/dL) Ziprasidone 283 22 (7.8%)
Placebo

220 24(109%)

* Fasting

Weight Gain

Weightgainhas beenobserved withaypical apychoi use. Monkoring of weigh s recommended.
Pooled data lacebo and bipolar disorder are

presented e Tabier o 010

‘Table 9: Weight Mean Changes in Short-Term (up to 6 weeks), Placebo-Controlled, Fixed-
Dose, Oral Ziprasidone Monotherapy Trials in Adult Patients with Schizophrenia
Ziprasidone Placebo
SmgBID  20mgBID 40mgBID 60 mgBID 80 mgBID 100 mg BID
Miean Weight (kg) Changes from Bascine ()
+03 +10 L. +0.7 1
N0 ecie) i oo 7 (N7
Proportion of Patients with 27% Increase in Weight from Baseline (N)
00%  9.0%(N-167)  104% 7.3% 155%  10.8% (N=74)
(N=40) N-135)  (N109)  (N=97)

Inlong-term (atleast 1 year), placebo-controlled, flexible-dose studies in schizophrenia, the mean
change from baseline weight for ziprasidone 20 to 40 mg BID was -2.3 kg (N=124); for ziprasidone 60
0 80 mg BID was +2.5 kg (N=10); and for placebo was 2.9 kg (N=72 i
the proportion of subjects with 2 7% increase in weight from basi

was 5.6% (N=124);for ziprasidone 60 to 80 mg BID was 20.0% (N=10), and for placebo was 5.6%
(N=72). Ina long-term (at least 1 year), pl fixed-dose study the mean
change from baseline weight for ziprasidone 20 mg BID was -2.6 kg (N=72); for ziprasidone 40 mg
BID was -3.3 kg (N=69); for ziprasidone 80 mg BID was -2.8 kg (N=70) and for placebo was -3.8 kg
(N=70). Inthe same long-term fixed-dose schizophrenia study, the proportion of subjects with > 7%
increase in weight from baseline for ziprasidone 20 mg BID was 5.6% (N=72); for ziprasidone 40 mg
BID was 2.9% (N=69); for ziprasidone 80 mg BID was 5.7% (N=70) and for placebo was 2.9% (N=70).

Table 10: Summary of Welght Change i ShersTerm (v o 6 weela),
id

i P wih Blpnhr Disorder:
Ziprasidone
Low Dose:20to 40 mg BID  High Dose": 60 to 80 mg BID
Mean Weight (kg) Changes from Baseline ()
0.4 (N=295) 4(N=

Placebo

«
Proportan of Ptents with 2 7% Incresse in Wughl from Baseline (Y
2.4% (N=295) 4.4% (N=388) 8%

* Notethatnth High Dose group, ther were 2 subjcts wih modal 200 m toal dlly
dose and 1 subject with modal 100 mg total daly dose.

Schizophrenia
‘The proportions of patients meeting a weight gain criterion of > 7% of body weight were compared ina
pool of four 4- and 6-week placebo-controlled schizophrenia clinical trials, revealing a sttistically
ncidence of weight p 10 placebo (4%). A
median weight gain of 0.5 kg was observed in ziprasidone patients compared to o median weight
change in placebo patients. I this set of clinical trals, weight gain was reported as an adverse reaction
in0.4% and 0.4% of ziprasidone and placebo patients, respectively. During long-term therapy with
ziprasidone, a categorization of patients at baseline on the basis of body mass index (BMI) revealed the
greatest mean weight gain and highest incidence of clinically significant weight gain (> 7% of body
weight) in patients with low BMI (<23) compared to normal (2310 27) or overweight patients (>27).
‘There was a mean weight gain of 1.4 kg for those patients with a "low” baseline BMI, no mean change
for patierss with a “normal” BMI, and a 1.3 kg mean weight loss for patients who entered the program
with a "high” BM]
Bipolar Disorder
During a 6-month placeb inadults as anadjunct
to lithium or valproate, the incidence of clinically significant weight gain (= 7% of body weight) during
the double-blind period was 5.6% for both ziprasidone and placebo treatment groups who completed
the 6 morihs of observation for relapse. Interpretation of these findings should take into consideration
that only patiens who adequately tolerated ziprasidone entered the double-blind phase of the study, and
there were substantial dropous during the open label phase.

58 Rash
In premarketing wials with ziprasidone, about 5% of patients developed rash and/or urticaria, with
discontinuation of treatment in about one-sixth of these cases. The occurrence of rash was related 1o
dose of ziprasidone, although the finding might also be explained by the longer exposure time in the
higher dose patienss. Several patients with rash had signs and symptoms of associated systemic illness,
e.g. elevaed WBCs. Most paiients improved prompily with adjunciive treatment with ant s or
steraids and/or upon discontinuation of ziprasidone, and all patients experiencing these reactions were
reported to recover completely. L of rash for whic b
identified, ziprasidone should be discontinued.

59 Orthostatic Hypmens ion
Zipr i h d tachycardia, and, in some
e, yrcope, specilly during i il dose-Liation perod, promably eflecting s

Sdrenergié amagorist propertis. Syncope was reporied in0.6% of the paicnts reaed with prasidore
Ziprasidone should be used with particular caution in patients with known cardiovascular disease
(history of myocardial infarction or ischemic heart disease, heart failure or conduction abnormlities),
cerebrovascular disease, or conditions which would predispose patients to hypotension (dehydration,
hypovolemia, and treatment with antihyperensive medications).

5.10 Falls
Antipsychotic drugs (which include ziprasidone hydrochloride) may cause somnolence, postural
hypotension, and motor and sersory instability, which could lead to falls and, consequenty, fracures or
other injuries. For patients with diseases, conditions, or medications that could exacerbate these effects,
complete fall isk assessments wheninitiating antipsychoric treament and recurrendy for patients on
Tong-term antipsychotic therapy.

5.1 Leukopenia, Neutropenia, and Agranulocytosis

Inclinical wial and postmarketing experience, eves of leukopenia/eutropenia have been reported

temporsll elated 1 amipsychoric agen. Agramlocyosis (includin faal cases) has also been
report

Possible risk factors for leukopenianeutropenia include pre-existing low white blood cell count

Ivydroclvlunde et signof decline in WBC in the absence of other causative factors.
Patients with neutropenia should be carefully monitored for fever or other symptoms or sigrs of
infection and treated promply if such symptoms or signs occur. Patienis with severe neutropenia
(absolute neutrophil count ziprasidone and have their
WBC followed unil recovery.

5.12 Seizures
During clinical trials, seizures occurred in0.4% of patients treated with ziprasidone. There were
confounding factors that may have contributed o the occurrence of seizures inmany of these cases. As
with other antipsychotic di done should be with a history of
Seizures or with corditions that poentally ower the seizure (reshold, .., Alzheimer's demen
Conditions that lower the seizure threshold may be more prevalen in a population of 65 years or older.

5.13 Dysphagia
Esophageal dysmoility i antipsychotic drug, i

neumonia is a common cause of morbidity and mortality in elderly patients, i particular those with
advanced Alzheimer's dementia. Ziprasidone and other antipsychotic drugs should be used cautiously in
patiens at risk for aspiration preumonia [see Boxed Warning]

514 nyuemmlammmia
As with other drugs D, recepto lactinlevels in
humans. Increased prulatunkvrl) were also observed inanimal studies with this compound, and were
associated with an increase in mammary gland neoplasia in mice; a similar effect was not observed in
vt e Nonclincal Txicolog (131 Tisse culue experimets incae thataproxinacly ne-id
of human breast cancers are prolactin-dependent in vitro,  factor of potential importanc
prescription of these drugs is contemplated in a patient with prevmuslydemcledbreas«camer Neider
clinial studiesnor epideniologi studies conducted o date have shownanassoclaon ber

class of drug: T umans he availablecvidence is
Comidered 00 limited o be conclusive a i e

lactorrhe he tia, and impotence have been
reported with prolactin-elevating compounds, the clinical significance of elevated serum prolactin
Tevels is unknown for most patierts. Long-standing hyperprolactinemia when associated with
hypogonadism may lead o decreased bone densiy.

5.15 Potential for Cognitive and Motor Impairment
Sommolence was a commonl @ ents treated Inthe 4- and
6-week placebo-controlled irials, somnolence was reported in 14% of patients on ziprasidone
compared o 7% of placebo patieris. Somolence led to discontinuation in 0.3% of patients in short-term
clinical trials. Since ziprasidone has the potental to impair judgmen, thinking, or motor skills, patients
shold be cauloned sboupeorrivg actvies reauring meml slernes,such s opering 3 mor
vehicle (including hazardous

iprasidore therapy docs notatfecthemadhersely

5.16 Priapism
One case of priapism was reported inthe premarketing database. While the relationship of the reaction
to ziprasidone use has other drugs wi locking effects have

been reported o induce priapism, and it is possible that ziprasidone may share this capacity. Severe

priapism may require surgical intervention.

5.17 Body Temperature Regulation

Although not reported with ziprasidone in premarketing trials, disruption of the body's abilty o reduce
hen

elevation in core body temperature, e.g., exercising strenuously, exposure (o extreme heal, receiving
concomitant medication with anticholinergic activity, or being subject to dehydration.

5.18 Suicide
‘The possibility of a suicide attempt is inherent hotic illness or bipolar disorder, and cl
supervision of high-risk patients should accompany drug therapy. Prescriptions for ziprasidone should
be written for the smallest quanity of capsules consistent with good patient management in order to
reduce the riskof overdose.

5.19 Patients with Concomitant Ilinesses

Clinical experience ents temic illnesses is limited
{iee s i Specfc Populations (80, ]
Ziprasidone has pot used to any app tentin patiens with a recent history of




myocardial infarction or unstable heart disease. Patients with these diagnoses were excluded from
premarketing clinical studies. Because of the risk of QTc prolongation and orthostatic hypotension with
ziprasidone, caution should be observed in cardiac patiens [see Warnings and Precautions (3.3), (59)]
520 Laboratory Tests
Patients being considered for ziprasidone treatment thatare a isk of sigrificantelectrolyte
disturbances should have baselne serum potassium and magnesium measurements. Low serum
potssumad gt houldbe eplced efor procccdng with et Paens o are sared
on diuretics during ziprasidone therapy need periodic monitoring of serum potassium and ma

iprasdone sholdbe isComimued i pcens who are ound t have persisen Q1< measurements
>500 msec. [see Warnings and Precauions (5.3)]

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed
inthe clinical trials of a drug camot be directly compared (0 rates in the clinical wials of another drug,
and may not reflect the rates observed in practice.
Clinical trals for oral ziprasidone included approximately 5700 patients and/or normal subjects exposed
doses of ziprasidone. Of these 5700, over 4800 were patients who participated in
multiple-dose effectiveness trials, and their experience corresponded (o approximately 1831 patient-
years. These patients include (1) 431 patients who participated in multple-dose trials, predominantly
inschizophrenia, representing approximately 1698 patient-years of exposure as of February 5, 2000;
0 @)472 patens who pariciptedinbipolr i il epresening approxinuely 133 patetycars
of exposure. Anadditional 127 patient with articy
o Sty represoning pproximaEly 747 patentvears of exposure 0 siprsidone. The
conditionsax draion o eatnent wihipesidone icluded oper-lbeland double-lind sudies,
inpatientand outpaient studics, ad short ermand longer term exposy

Adverse reactions during exposure were obiained by collecting volunarily reported adverse
experiences, as well as results of physical examinations, vital signs, weights, laboratory analyses,
ECGs, and results of ophthalmologic examimatiors.
‘The stated frequencies of adverse reactions represent the proportion of individuals who experienced, at
least once, a reatment-emergent adverse reaction of the type listed. A reaction was considered treatment
emergentif itoccurred for the first time or worsened while receiving therapy following baseline
evaluation.
Adverse Findi in Short-Term, Trials
‘The following findings are based on the short-term placebo-controlled premarketing wials for
schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania (a pool of
o F-week flexible-dose wials) in which ziprasidone was administered in doses ranging from 10 o
200 mg/day.
Commonly Observed Adverse Reactions in Short Term-Placebo-Controlled Trials
‘The following adverse reactions were the most commorly observed adverse reactions associated with
e use of ziprasidone (incidence of 5% or greater) and not observed at an equivalent incidence among
placebo-treated patients (ziprasidone incidence atleast twice that for placebo):
Sckizoptreria il (e Tble 1)
mnolence
. Resplramry Tract Infection

Bipolar trials (see Table 12)

« Sommlence

* Exvapyramidal Syrpors which includes h following advrse rescton terrs:

exuapyranida syndton, ypertoni,dystors, dyskinesi, bypoknesia nemo,pralysi
hing. Non

s and
O those adverse reacions oceurred mivicuahy atan nederce reater han 10% in
ipola mani vl

« Dizziness which includes the adverse reaction terms dizziness and lightheadedness.
« Alathisia
« Abrormal Vision
« Asthenia
* Vomiting
Sdu'mphmnin
dverse Reactions Associated with Discontinuation of Treatmentin Short-Term, Placebo-Controlled
frees of Oral Ziprasidon
4.1% (20/702) of inshort-term, E
discontnued veament due 0 n adverserescion conpared withsbout 22% (5273) onplacebo. The
raron reacion <saclated with dropout was Fash, elucing 7 dropous fo rash
pesidone patens (1%) conpared 1m0 placebo paens [See Warnings and Precautons 5.
Advers or More A ide ted Patients in

Shor-Term, Ora, Placeba.Contoled Trilo:

Table 11 emmerates the incidence, rounded o the nearest percent, of treatment-emergent adverse
reactions that occurred during acute therapy (up (o 6 weeks) in predominanily patients with
schizophrenia, including only those reactiors that occurred in 2% or more of patients treated with
ziprasidone and for which the incidence in patients treated with ziprasidone was greater than the
incidence in placebo-treated patients

‘Table 11: Treatment-Emergent Adverse Reaction Incidence In Short-Term Oral Placebo-
Controlled chizophrenia

Percentage of Patients Reporting Reaction
Placebo

Reaction
(N-273)

Body as a Whole

Asthenia 5 3
Accidental Injury 4 2
Chest Pain 3 2

Cardiovascular

‘Tachycardia 2 1
igestive

Nausea 10 7
Constipation 9 8
Dyspepsia 8 7
Diarrhea 5 4
Dry Mouth 4 2
Anorexia 2 1
ervous

Extrapyramidal Symptoms” 14 8
omnolence 7
Alathisia 8 7
Dmmss' 8 6

Respira

Respiatory Tractnfecion 8 3
Rhinitis 4 2
Cough Increased 3 1

Skinand Appendages

Rash 4 3
Fungal Dermatitis 2 1

Special Senses

Abnorimal Vision 3 2

- midal Symproms includes the following advrse reaction terms: al syndrom

Eopenorin dystomdvokiec. Dok, temor:prans and g Kot of (e sévese
reactions aceurred ndvidually at an incilence greater than 5% in schizophrenia triak,
* Dizziness includes the adverse reaction terms dizziness and ightheadedness.

Dose Dependency of Adverse Reactions in Short-Term, Fixed-Dose, Placebo-Controlled Trials:

Ananalysis for dose resporse «dy pool revealed relation of
adverse reaction o dose for the following reactions: asthenia, postural hypotension, anorexia, dry
mouth, increased salivation, arthralgia, amxiety, dizziness, dystonia, hypertonia, somnolence, tremor,
ehinitis, rash, and aboormal vision.

Extrapyramidal Symptoms (EPS)

‘The incidence of reported EPS (which included the adverse reaction terms extrapyramidal syndrome,
ypetonia, dystora,dyskinesa, hypokincsi, remor,paralysisand twitcing) fo iprasidore-reatd
patients in the short-term, placebo-controlled schizophrenia trials was 1 for placebo.
Objectively collctd da romihose sl o he Simpsor-Argus | Raung Scale for EBS) and the
for akathisia) did not g and

mamw

Dystonia

Class Bffect:

Symposof dsonia,prolonged shaoemalcontactlons of miscle grovgs, my occur Insuscepible

individuals during the first few days of treatment. Dystonic symptoms include: spasm of the neck

muscles, sometimes progressing to tightness of the throat, swallowing difficulty, diff

canoccur atlow doses, they occur more

frequendy and with grecter severty with high potency and at higher doses of frs generation

antipsychotic drugs. An elevated risk of acute dystonia is observed inmales and younger age groups.

Vital Sign Changes

Zipr

ECG Changes

Ziprasidone is associated with an ncrease inthe QT interval [see Warnings and Precauions (5.3). In

the schizophrenia tials, ziprasidone was associated with a mean increase in heart rate of 1.4 beats per

minute compared (0 a 0.2 beats per minute decrease among placebo patients

Other Adverse Reacti During the Premarketing jon of iprasidone:

Eolowing s alisof COSTART erms tht eect adverse defined in
VERSE REAC by patiens treated in

schlzovhrrma p muliple doses >4 mg/day within the database of 3834 patens. All eported

reactions are included except those already listed in Table 6 o elsewhere inlabeling, those reaction

terms that were 50 general as to be uninformatve, reactions reported only once and that did not have

substantial probability of being acutely ife-{hreatening, reactions that e part of th illness being

weated or are mnmm commanasbackground reacdons, and reacions corsidered ullely o be deug-

related. It although the reactions reported occurred during treatment with

rprasidore, ey were not mcessrily caused b 1

lone is associated with orthostatic hypotension [see Warnings and Precautions (5.9)]

Aderse esction re futher categorized by body sysemand listed norder of decressng requercy
according to the following definition

Frequent -adverse reactions occurring inat least 1/100 patients (21.0% of patierss) (only those not
already listed in the tabulated results from placebo-controlled trials appear in this listing);

Infrequent -adverse reactions occurring in 17100 to 1/1000 patients (in 0.1 to 1.0% of patienis)
‘Rare ~adverse reactions occurring in fewer than 1/1000 patients (<0.1% of patiens).

Body as a Whole:
Frequent abdominal pain, flu syndrome, fey dental fall, face edem, chill reaction, lank pain, hypothermia, motor vehicle accident
Cardiovascular System:
Frequent tachycardia, hypertension, postural hypotension
Infrequent bradycardia, angina pectoris, airial fibrillation
Rare first degree AV block, bundle branch block phlebits, pulmonary embolus, cerebral infarct, accident, d myocardits,
Digestive System:
Frequent anorexia, vomiting

rectal hennrrhage dysphagia, tongue edema
gumhemorrhage, jaundice, fecal impaction, gamma glutamyl ranspeptidase increased, hematemesis, cholestatc jaundice, hepaits, hepatomegaly, leukoplakia of mouth, faty liver deposit, melena

Rare hypothyroidism, hyperthyroidism, thyroiditis

Hemic and Lymphatic System:

Infrequent anenia, ecchymosis, leukocytosis, leukoperia, eosinophilia, lymphadenopathy

Rare hypochromic anemia, momocytosis, basophilia, Iymphedema, polycythemia, thrombocythermia

Metabolic and Nutritional Disorders:

Infrequent thist, rarsarinse nereased,periphera eden, hyperglyrelmz, creatine phosphokinase icressed allaline phosphase icresed, debydraton, atc increased, albuinuria, hypokalemia

are BUN increased, creatinine increased, hyperliperi tolerance decreased, gout, i ketosis, respiratory allalosis
Musculoskeletal System:
Frequent myalgia

Infrequent tenosynovitis
Rare myopathy
Nervous System:
Frequent agitation, extrapyramidal syndrome, remor, dystonia, hypertonia, dyskinesia, hosiility, twitching, paresthesia, confusion, vertigo, hypokinesia, hyperkinesia, abnormal gait, oculogyric crisis, hypesthesia, ataxia, amnesia, cogwheel rigidity, delirium, hypotonia, akinesia, dysarthria, withdrawal syndrome, buccoglossal syndrome, choreoathetosis, diplopia, incoordination, neuropathy
Infrequent paralysis

are myoclonas, nystagmus, orticollis, circumoral paresthesia, opisthotonos, reflexes increased, rismus
Respiratory System:

Frequent dyspnea



Infrequent preumonia, epistaxis

Rare hemoptysis, laryngismus
Skin and Appmdages:

Infreque maculopapular rash, urticaria, alopecia, eczems, exfoliative dermatits, comtact dermatits, vesiculobullous rash
Specil Semses:

Frequent fungal dermaritis

Infrequent conjunctivis, dry eyes, timitus, blepharitis, cataract, photophobia

Rare eye hemorrhage, visual field defect, keraids, heratoconjuncivitis
Urogenital System:

Infrequent impotence, abrormal ejaculation, amenorrhea, hematuria, menorrhagia, femele lactation, polyuria, urinary retention metrorrhagia, male sexual dysfunction, anorgasmia, glycosuria
gynecomastia, vaginal hemorrhage, nocturia, oliguria, female sexual dysfunction, uterine hemorrhage

Bipolar Disorder
Acute Treatment of Manic or Mixed Episodes
Adverse Reactions Associated with Discontinuation of Treatment in Short Term, Placebo-Controlled Trials:

5% (181279) of ziprasid inshort-term, pl lled studies
discontinued treatment due 10 an adverse reaction, compared with about 3.7% 15/135; onplacebo. The
most common reactions associated with dropout n the ziprasidone-treated patients were akathisia,
anxiety, depression, dizziness, dystonia, rash and vomiting, with 2 dropouts for each of these reactions
among ziprasidone patients (1%) compared to one placebo patient each for dystonia and rash (1%) and o
placebo patients for the remaining adverse reactions
Adverse Reactions Occurring at an Incidence of 2% or More Among Ziprasidone-

Treated Patients in Short-Term, Oral, Placebo-Controlled Trials:

‘Table 12 enumerates the incidence, rounded to the nearest percer, of reatment-emergent adverse
reactions that occurred during acute therapy (up to 3 weeks) in patients with bipolar mania, including
only those reactions that occurred in 2% or more of patients treated with ziprasidone and for which the
incidence in patient treated with ziprasidone was greater than the incidence in placebo-treated patiens.

Table 12: Treatment-Emergent Adverse Reactions Incidence In Short-
Term Oral Placebo-Controlled Trials ~ Manic and Mixed Episodes
ssociated with Bipolar Disorder

Percentage of Patients Reporting
Reaction

Body System/Adverse Reaction Ziprasidone  Placebo (N=136)
(N=279)
Body as a Whole
Headache 18 17
Asthenia 6 2
Accidental Injury 4 1
Cardiovascular
Hypertension 3 2
Digestive
Nausea 10 7
Diarrhea 5 4
Dry Mouth 5 4
Vomiting 5 2
Increased Salivation 4 0
‘Tongue Edema 3 1
Dysphagia 2 0
Musculoskeletal
Myalgia 2 0
ool 31 12
Extrapyramidal Symptoms’ 31 12
Dizziness 16 7
Aathisia 10 5
Ansiety 5 4
Hypesthesia 2 1
Speech Disorder 2 0
Respiratos
Pharyngitis 3 1
Dysprea 2 1
Skin and Appendages
Fungal Dermatitis 2 1
pecial Senses
Abnorimal Vision 6 3

= Extrapyramidal Sympioms includes the following adverse reaction terms:

extrapyramidl syndrome, hypertonia, dystoni, dyskinesi, hypokinesa, temor,
paraysis and twitching. None of hese adverse reactons occured indivdualy at an
incidence greater than 10% i bipolr mania ik

T Dizziness includes the adverse reaction terms dizziness and lghtheadedness.

Explorations for interactions on the basis of gender did ot reveal any clirically meaningful differences

inthe adverse reaction occurrence on the basis of this demographic facor.
6.2 Postmarketing Experience

‘The following adverse reactions have been identified during post approval use of ziprasidone
hydrochloride. Because these reactiors are repored voluniarily froma population of uncertain size, it
is not always possible to reliably estimate their frequency or establish a causal relationship to drug,
exposure.

Adverse reaction reporis ot listed above that have been received since marketinvoducton include rare
occurrences of the following;

Cardiac Disorders

Tachycardia, torsade de pointes (in the presence of multiple confounding factors), [See Warnings and
Precautions (5.3)];

Digestive System Disorders
Swollen Tongue;

Reproduciive System and Breast Disorders

Galactorrhea, priapism;

Nervous System Disorders

Facial Droop, neurolepiic Galone or with
serotonergic medicinal products), ardive dyskinesia;

Psychiatric Disorders

Insomia, maiahypomania;

‘Skin and Subcutaneous Tissue Disorders

Allergic reaction (such as allergic dermaits, angioedena, orofacial edems, urticaria), rash, Drug
Reaction with Eosinophilia and Systemic Symptoms (DRESS),

Urogenital System Disorders

Enuresis, urinary incontinence;

Vascular Disorders
Postural hypotension, syncope.

7 DRUG INTERACTIONS

Drug-drug interactions can be ic (combined ic effec
(aleration of plasma levels). The risks of using ziprasidone in combination with other drugs have been
il 18 descthed below, A1 Iorscons e baysbeencorocted ithoal ipasldon,

ased upon the pharmacodynamic and pharmacokinetic profile of ziprasidone, possible interactions
o b i pated:

7.1 Metabolic Pathway

Approximately two-thirds of ziprasidone is metabolized via a combination of chemical reduction by
glutathione and enzymatic reduction by aldehyde oxidase. There are no known clinically relevant
inhibitors or inducers of aldehyde oxidase. Less than one-third of ziprasidone metabolic clearance is
mediated by cytochrome P450 catalyzed oxidation.

7.21n Vitro Studies

Aninvitro enzyme inhibition study utilizing human liver microsomes showed that ziprasidone had litle
inhibitory effecton CYP1A2, CYP2C9, CYP2C19, CYP2D6 and CYP3A4, and thus would notlikely
interfere with the metbolism of drugs primarily metabolized by these enzymes. There is litle potential
for drug interactions with ziprasidone due (o displacement [See Glinical Pharmacology (12.3).

7.3 Pharmacodynamic Interactions

Ziprasidone should not be used with any drug that prolongs the QT interval [See Contraindications (4.1)).
Given the primary CNS effects of ziprasidone, caution should be used whenitis taken in combination
with other centrally acting drugs.

Because of its potential for inducing hypotension, ziprasidone may enhance the effects of cerain
antihypertensive agens

Ziprasidone may anagorize the effects of levodopa and dopamine agonists,

7.4 Pharmacokinetic Interactions

Carbamazepine

Carbamazepine is an inducer of CYP3A4; administration of 200 mg twice daily for 21 days resulied ina
decrease of approximately 35% inthe AUC of ziprasidone. This effect may be greater when higher
doses of carbamazepine are administered,

Ketoconazole

Ketoconazole, a potentinhibitor of CYP3AA, ata dose of 400 mg QD for 5 days, increased the AUC
and Ca of ziprasidone by about 35 to 40%. Other inhibitors of CYP3A4 would be expected o have
similar effects.

Cimetidine
Cimeridine ata dose of 800 mg QD for 2 days did not affect ziprasidone pharmacokinetics.
Antacid

‘The co-administration of 30 mL of Maalox™ with ziprasidone did ot affect the pharmacokinetics of
ziprasidone.

7.5 Lithium

Ziprasidone ata dose of 40 mg twice daily admiristered concomitantly with lithium at a dose of 450 mg
twice daily for 7 days did not affect the steady-state level or reral clearance of lithium. Ziprasidone
dosed adjunctively to lithium in a maintenance ial of bipolar patients did not affect mean therapeutic
lithium levels.

7.6 Oral Contraceptives

Invivo studieshave reveled o ffect of sprasidone o he prarmacoliercsof estogen or
progesterone componens. Ziprasidone at a dose of 20 mg twice daily did not affect

ethiny eoradiol (009 mg)and

levonorgestrel (0.15 mg).

7.7 Dextromethorphan
Consistent with in vitro results, a study in normal healthy volunteers showed that ziprasidone did not
alter the metabolism of dextromedhorphan, a CYP2DG model substrate, 1o its major metabolite,
dextrorphan. There was no statistically significant change in the urinary dextromethorphandextrorphan

7.8 Valproate
A pharmacokinetic interaction of ziprasidone with valproate is unlikely due (0 the lack of common
metabolic pathways for the two drugs. Ziprasidone dosed adjunctively to valproate ina maintenance trial
of bipolar patients did not affect mean therapeutic valproate levels.

7.9 Other Goncomitant Drug Therapy
analysis of patient emrolled i Tinical trials has,

any clini interactions with benvtropine,
propranolol, or lorazepam.

7.10 Food Interaction
‘The absolute bioavailability of a 20 mg dose under fed conditions is approximately 60%. The
absorption of ziprasidone is increased up to two-fold in the presence of food [see Clinical
Pharmacology (123l

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy



Pregnancy Exposure Registry
‘There is a pregnancy exposure regisiry that monitors pregnancy outcomes inwomen exposed (o
aypical andpsychotcs cludig iprasidore hydeochloride durng pregnancy. Heallcare providers
areencouraged 0 cegisterpatens by comacung the Nation Pregtancy Regisky for Apicl

or online at

programsiregcyregiswy.
Risk Summary
Neonates exposed to antipsychoric drugs, including ziprasidone hydrochloride capsules, during the
third wrimester are at risk for extrapyramidal and/or withdrawal symptoms following delivery (see
Clinical Conside ). Overall available data studies of pregnant

o ziprasidone have d d risk of major birth defects,
miscarriage, or adverse maternal or fetal outcomes (see Data). There are risks to the mother associated
with untreated schizophrenia or bipolar I disorder and with exposure to antipsychotics, including
ziprasidone hydrochloride, during pregnancy (see Clinical Considerations).

In animal studies, ziprasidone i rabbits during sed
developaenal twaiclyat doses sinlar @ recomended uran doses s wasraogeric rabbits a3
human d HD). R d o ziprasidone during gestation

and d perinatal pup morality and functional

development of offspeing ot dases less thar smla 1 human erapeutlc doses. s Do)

‘The estimated background risk of major birth defects and miscarriage for the indicated populations is

snkoowin. All pregnances have 3 background isk of birh defect oss,or other adverse outcomes. n

eneral population, the estimated background risk of major birth defects and miscarriage in

Clinicaly recogtised pregrancies is 3 4% a 13 0%, espectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

“There i risk to the mother from untreated schizophrenia or bipolar I disorder, including increased risk

of relapse, hospitalization, and suicide. Schizophrenia and bipolar  disorder are associated with
reased adverse perinatal outcomes, including preterm birth. It s not knownif this is a direct result of

the illness or other comorbid factor

Fetalineonatal adverse reactions

Extapyranidslandor witdrawal sympon, cluding slaton, Iyperois, ypotoria, nemor,

eolence, respiratory disres,and feeing i wve been reported in neonates who were
exposed o anipeyehoric drugs, nchuding 7prasidone hydrochloride,durng the thid tmestor of
preanancy, Theee sympiom have varied inseverity, Mot neorotes for exrapyranidl andor
ithraval synptons and menige synptaIs appropriately. Some peares recovered witin ours or
days ific treatmen; others require

Data

Human Data

Published data from observational studies, birth registries, and case reports onthe use of atypical

antipsychotics during pregnancy do not report a clear association with antipsychotics and major birth

defects. A retrospective cohort study froma Medicaid database of 9258 women exposed (o
during pregnancy did not indicate an overall d risk for major birth defects.

Animal Data

ring the period of
increased inciderce of feal srucral somagmlies (vrnn(ulnr ‘sepaldefects and oter cardiovascular

malformations and kidney alterations) was observed ata dose of 30 mg/kg/day (3 times the MRHD of
200 mg/day based on mg/mPhody sunfaceaes) There was m evidence o suggest bt hese

developmentl effects were secondary to maternal toxicity. The developmental no-effect dose was 10
mgg/day (equivlent o the MRHD Tased onamg/mebody surace are, n o enbryofenl sy
fetal weighs, observed followi

I mahadey (0.5 16 imes the MRHD based on miinehody surfoce area) drng mgamgms.s or
throughout gestation, but there was no evidence of teratogenicity. Doses of 40 and 160 mg/kg/day (2
and 8 times the MRHD based on mg/n? body surface area) were associated with materral toxicity. The
developmental no-effect dose is 5 mg/kg/day (0.2 times the MRHD based on mg/n? body surface area).
“There was anincrease in the number of pups born dead and a decrease in postnatal survival through the
first 4 days of hcmmn among the offspring of female rats reated during gestation and lactation with
dose o 10 ngfay (0. umes e MRHD based on e/ body surface are)or grester O"sprmg

ety d pup weights) and functional ing.
air righting) were merved o ki (0.2 mes the MRHD based on g mébody surface
area) or greater. A no-effect level was not established for these effecs

8.2 Lactation
Risk Summary

Linited data froma published case report indicate the presence of ziprasidone in human milk. Although

there are 1o reports of adverse effects ona breastfed infant exposed to ziprasidone via breast milk,

there are repors of excess sedaton,Iitablliy,poor feeding, and extrapyramidal symptons (vemors
milk

and abnormal muscle mos 1o other atypical

(see Clinical C “There is no effects of ziprasidone

‘The developmental and health benefits of breastfeeding should be considered along with the mother's
clinical need for ziprasidone and any poteial onthe

fromziprasidone hydrochloride or from the mother's underlying condition.

Clinical Considerations

Infants exposed to ziprasidone hydrochloride should be monitored for excess sedation,irritability, poor
feeding, and extrapyramidal symptoms (wemors and aboormal muscle movemens).

8.3 Females and Males of Reproductive Potential

Infertiliyy

Females

Based o he pharnacologic scon o iprasidone (D2 aagoris) eaertwih iprasidone
which may lead 10 a reversible
reducion’n ferdily in P reproductive potential [s& Wnrnmgs and Precautions (5.15) and
Nonclinical Toxicology (13.1)]

8.4 Pediatric Use
‘The safety and effectiveness of ziprasidone in pediatric patients have not been established.
8.5 Geriatric Use

tal number of subjects in clinical studies of ziprasidone, 2.4 percent were 65 and over. N

Of the 0

overall differences insafety or effectiveness were observed between these subjects and younger

subjects, and other reported clinical experience has not identified differences in responses between he
uled out

dose, slower titration, and careful monitoring during the initial dosing period for some elderly patiens.
8.6 Renal Impairment
Because ziprasidone is highly metabolized, with less than 1% of the drug excreted unchanged, renal
impairment alone is unlikely to have a major impact on the pharmacokinetics of ziprasidone. The
pharmacokinetics of ziprasidone following 8 days of 20 mg twice daily dosing were similar among
subjects with varying degrees of renal impairment (n=27), and subjects with normal renal function,
indicating that dosage adjustment based upon the degree of renal impairment is not required. Ziprasidone
is not removed by hemodialysis,
8.7 Hepatic Impairment
As ziprasidone is cleared substantally by the liver, the presence of hepatic impairment would be
expected to increase the AUC of ziprasidone; a multiple-dose study at 20 mg twice daily for 5 days in
subjects (n=13) with clinically significant (Childs-Pugh Class A and B) cirrhosis revealed an increase in
AUC g 12 0f 13% and 34% in Childs-Pugh Class A and B, respectively, compared to a maiched
control group (1=14). A half-life of 7.1 hours was observed in subjects with cirrhosis compared o 4.8
hours in the control group.

8.8 Age and Gender Effects
Ina mliple-dose (8 days of oeames) sty molving 32 subject, thre was o difference i he
(65 years) and young (18

Additionally, i evaluation of patients in controlled wials
s revealed no evidence of clinically Sgnificane age or gender-relaed diffrences i he
pharmcokdetcsofsprasldor. Dosage woficuions for g o gomler e, Gerefar, ot
recommended.

8.9 Smoking

Based onin vitro studies uilizing human liver enzymes, ziprasidone is ot a substrate for CYP1A2;

smokii not have ofsprasidone. Corsisent i

these invitro results, ¢ significant
differences e

9 DRUG ABUSE AND DEPENDENCE

93 Dep&ndnn(z

 has not been systematically studied, in animals or humans, for its potenial for abuse,
tolerance,or physical dependence. WHle the cinica wias did no revea an wedency for

seeking behavior, these observations were not systematic and it s not possible to predicton he basis of
this limited experience the extent to which ziprasidone will be misused, diverted, and/or abused once
marketed. Consequently, patients should be evaluated carefully for a history of drug abuse, and such
patients should be observed closely for signs of ziprasidone misuse or abuse (¢.g., development of
tolerance, increases in dose, drug-seeking behavior)

10 OVERDOSAGE

10.1 Human Experience

Inpremareing ials iolving mar than 400 palns adlor rmal sujecs, sccdnal o Inenlonst
overdosage of oral ziprasidone was documenied in 10 patienis. Al of these paticnts survived
Sequelac. i he ptent aking the arge confrmed amount, 3,340 g, the orly symptoms reporied were
minimal sedation, slurring of speech, and transitory hypertension (200/95).

Adverse reactions reported with ziprasidone overdose included extrapyranidal symptoms, sommolence,
wemor, and anxiety. [see Adverse Reactions (6.2)]

10.2 Management of Overdosage
Incase of dosage, establish and and ensure adequate
ventlation. Inravenous access should be established, and gastric lavage (after intubation, if patient is
unconscious) and administration of activated charcoal together with a laxative should be corsidered.
‘The possibility of obtundation, seizure, or dystonic reaction of the head and neck following overdose
may create arisk of aspiration with induced emesis.
Cardiovascular monitoring should commence immediately and should include cortinuous
nitoring (o arrhythmias. If ther:
sdmirisered, disqpyramide,procairamide, e ulridine carey & heoreica bazard of adiive QT-
pmlungmg ettecs that might be addtive 5 hose of ziprasdone
otension and circulatory collapse should be treated with appropriate measures such as intravenous

ﬂu.ds U synpathonimetic agents re usedfor vascula support. epnephine and dopanine shold ot

be used, since beta @ with ziprasidone may worsen

potersion Smlal, it 5 reasomable (0 expect ht e aiphe adronergic-blocking properies of
b{elylmm mightbe adlve 1 those o iprasidone esuling in problematic hypatersion

Incases of severe i« administered. There
1o specific antidote to ziprasidone, and it is not dialyzable. The possibility of multiple drug
involvement should be considered. Close medical supervision and monitoring should continue until the
patient recovers

11 DESCRIPTION

prasidone bydvochlorde s anatpicl npsychotie avalable s caples (tprasidone

tatis chenically unelaed
© phemlmzm\e o butyrophenone. ampsydmnc gens. Tihas s molcalar weightof 41294 (i
Dot withhe Tollowing chemicalsame: -1 [4- (.2 beeisohasol- 31 1-pipercimy eyl -6
chloro-1,3-dihydro-2F-indol-2-one. The empirical formula of Ca1Hz1CINSOS (free base of
ziprasidone) represents the following structural formula:




hydrate salt of ziprasidore.
Lhelmcally, aiprasidore hydmchlonds monohydrae s 5-2-{4-(, ) bemlsomlawl 3yl)-1-

drate. The
Cpiricl forml s Ca s CINSOS + HCI 0 an 6 moleculr weightis 467.42 Ziprasicone
hydrochloride monohydrate s a white to slightly pink powder

Ziprasidone hydrochloride capsules are supplied for oral administration in 20 mg (blue/white), 40 mg

pregeldnmmd iz sarh, The gelaincap and body contais FD & C bue #1,FD & C ed #40,

d ink contairs b d propylene
Elveoland shellac. Eachcapsuie for aral use conins uprasndm\e hydeochlorde nonobyiate
equivalent 1o either 20 mg, 40 mg, 60 mg, or 80 mg of ziprasidone.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

‘The mechanism of action of ziprasidone in the treatmen of the listed indications could be mediated
through i 2 (5HT) ant:

122 Phamacodynamics
ne binds with relatively high affinity to the dopamine D; and D, serotonin ST, SHT2c,
SHTyp, SHT 1. and a-adrenergi eceptors (K3 of 4, 72, 0.4, 13 24.2 and 10 M respecively),
(0 th hisamine Hy receplor (Kr47 iM).Zipasidone is ananiagorist a he
Dy, SHT,, and SHT p receplors, HT 12 recept done inhibited synapi
reuptake of serotonin and norepine, phnm No appreciable affinity was exhibited for other
receptor/binding sites tested, including the cholinergic muscarinic receptor (ICsg >1 pM).

12.3 Pharmacokinetics
Oral Pharmacokinetics

prasidones sctiviy s primrily due o the pareedrug The mulipe-dose pharmcokieics of
ziprasidone are dose-proportional within the proposed clinical dose range, and zipra

accumulation is predictable with multiple dosing. Elimination of ziprasidone is miudy i hepatic
esbolismvith 3 mean termina bl e of bou 7 hours withinhe proposed clinicaldose range.
Steady.sae comcenradonsar schieved wii o o tiee days o dosig. The mean ppare

Svenic learace s 7.3 mLminkg: Ziprsidons 1 ulely o eerfcre wi the metabetam! drugs
Peabolied by esachrone Paso erymes.

Absorption:

Ziprasidone is well absorbed after oral reaching peak plasma

hours. The absolute bioavailability of a 20 mg dose under fed conditiors is approximately 60%. The
absorption of ziprasidone is increased up o two-fold in'the presence of food.

Distribution:

Ziprasidone has a mean apparent volume of distribution of 1.5 Lk Itis greater than 99% bound to
plasm proteins, binding primarily to albumin and a1-acid glycoprotein. The in vitro plasma protein
binding of ziprasidone was not altered by warfarin or propranolol, two highly protein-bound drugs, nor
did ziprasidone alter the binding of these drugs in human plasma. Thus, the potential for drug.
interactions with ziprasidone due to displacement is miniml

Metabolism and Eliminatio

prsidone is extesively metabollzed after oralsdminsraion'wihonly sl amoure exceted i the
urie (<19) o feces (<43 35 unchanged drug. Zptasidone ispinarly cleaed va rce neabolc
routes 0 yild ou nsjor circlatng eabolites, bewisotiasole (BITF)sulphoxide, BITP sulphone,
-methyldihydroziprasidone. Approximately 20% of the dose is excreted
it uine, with approximatly 66% beng almisted i h foces. Unchanged siprasidone epresents
about 44% of total drug-related material in serum. In vitro studies using human liver subcellular
fracons idicte that S-methydihydroziprsidone i genersed in o sieps These sudies mdlca!e that
the reduction reaction is mediated primarily by chemical reduction by glutathione as well as
enaymai reducton by aldehyde osidase s the subsequent metylaon s mediated by i
methyliransferase. I viro studies using human liver microsomes a e eymes md-cm that
CYP3A4 is the major CYP coni

third of ziprasidone metabolic clearance is mediated by cytochrome P450 catalyzed oxidation and
approximately two-thirds via reduction. There are no nically relevant inhibitors or inducers of
aldehyde oxidase.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinﬂg‘ne;i;

were conducted Long Evans rats and CD-1 mi
z.pu,.dm \was administerd o1 24 monhs inhe dietatdases of 2,6, or 12 mgkgiday 0 ras .mn S,
100, or 200 mg/kg/day to mice (0.1 10 0.6 and 1 to 5 times the maximum recommended human dos:
(MRHDof 200 medy based on /oty suface are, respectvely nhe at sy, hre was o
evidence of an increased incidence of tmors compared o controls. In male mice, there was no increase
inincdence of ors et o convol. I fenue mice, here ere dose-relaed nreases i the
incidences of pituitary gl mary
tested (50 0 200 mg/kg/day ¥ oS dmes e MR bsedon my mzbody urface ares). pml.fmm
changes inthe piiary ax] manmury glands ofrodens have been bserved ollowing ch
oti

o increases in
serum plola(lmwere Observed ina L non dmary Sy in el bk ot male. mice a1 100 nd 200
iday (or 2.5 and 5 times the MRHD based on mg bndy surface area). Ziprasidone had no effect
RS a3 Tt 2 3wk ety st he et were 1 e ncmgericly
stdy. The relevance fo humanris of the fiingsof prolaci-mediaed endocrive umors i fodents s
i [see Warnings and Precautions (5.14)1.
Mung(n(.m
Ziprasidone was tested in the Ames bacterial mutation assay, the in viro manmmalian cell gene mutation
mouse lymphoma assay, the i vitro chromosomal aberration assay in human lymphocytes, and the in vivo
chromosomal aberration assay in mouse bone marrow. There was a reproducible mutagenic response in
the Ames assay in one strain of S. oyphimurium in the absence of metabolic activation. Positive results
gene

aberration assay in human lymphocytes.
Impairment of Fertilty

Ziprasidone was shown to increase time to copulation in Sprague-Dawley rats intwo fertility and early
embryonic development studies at doses of 10 to 160 mg/kg/day (0.5 o 8 times the MRHD of 200
mg/day based on mg/mPhody surface area). Fertilty rate was reduced at 160 mg/kg/day (8 times the
MRHD based on mg/?) body surface area. There was o effect on fertility at 40 mg/kg/day (2 times the
MRHD based on mg/m? body surface area). The effect on fertility appeared to be inthe female since
ferility was ot impaired when males given 160 mg/kg/day (3 times the MRHD based on mg/me body
surface area) were mated with untreated females

14 CLINICAL STUDIES

14.1 Schizophrenia
‘The efficacy of oral ziprasidone in the treatment of schizophrenia was evaluated in'5 placebo-
controlled studies, 4 short-term (4- and 6-week) tials and one maitenance trial. Al trials were in adult
inpatients, most of whom met DSM I11-R crieria for schizophrenia. Each study included 2 to 3 fixed
doses of ziprasidone as well as placebo. Four of the 5 trials were able to distinguish ziprasidone from
placebo; one short-termstudy did not. Although a single fixed-dose haloperidol arm was included as a
comparative treatment in one of the three short-term rials,this single study was inadequate to provide a
reliable and valid comparison of ziprasidone and haloperidol.
Several instruments were used for assessing psychiatic sigrs and symptons in these studies. The Brief
Psychiaic Rating Scale (BPRS) ad the Positive and Negative Syndrome Scale (PANSS) ae both
neral sed (0 evaluate the effects of drug
weamen Inschizophreni. The BPRS psychosisclster (Comeptal dsorganizaion hallucimtory
behs nsidered a particularly useful subset for
assessing actively psychouc ehisophrenic paionts, A second widely ted sssessren, he Clical
Global Impression (CGI), reflects the impression of a skilled observer, fully familiar with the
manifestations of schizophrenia, about the overall clinical state of the patient. In addition, the Scale for
Assessing Negative Symptoms (SANS) was enployed for assessing egative symptoms in oe trial.
‘The results of the oral ziprasidone trials in schizophrenia follow:
* Inad-week, placebo-conirolled ial (n=139) comparing 2 fixed doses of ziprasidone (20 and 60 mg
twice daily) with placebo, only the 60 mg dose was superior to placebo on the BPRS total score and
the CGI severity score. This higher dose group was not superior (o placebo on the BPRS psychosis
cluster or onthe SANS.
Ina 6-week, placebo-controlled trial (1=302) comparing 2 fixed doses of ziprasidone (40 and 80 mg
twice daily) with placebo, both dose groups were superior to placebo on the BPRS toal score, the
BPRS psychosis cluster, the CGI severity score and the PANSS total and negative subscale scores.
Although 80 mg twice daily had a mumerically greater effect than 40 mg twice daily, the difference
was not satistically significant
© Ina6-week, placebo-conrolled wial (1=419) comparing 3 fixed doses of ziprasidone (20, 60, and
100 mg twice daily) with placebo, all three dose groups were superior (o placebo onthe PANSS
total score, the BPRS total score, the BPRS psychosis cluster, and the CGI severity score. Only the
100 mg twice daily dose group was superior to placebo on the PANSS negative subscale score.
There was no clear evidence for a dose-response relationship within the 20 mg twice daily to 100
mg twice daily dose rang
Ina d-week placebo-controlled trial (n=200) comparing 3 fixed doses of ziprasidone (5, 20, and 40
mg twice daily), none of the dose groups was statstically superior to placebo on any outcome of
interest.
A sty s conducted instable chroni orsubclvoric (CGI-S=5 3t biselin) scizoplrenic
inpatients (1-294) who had been hospitalized for not less than two months. After a 3-day single-blind
lacebe i sbjects were randomised 1 e of 3 sed doses of ipasidone (20
80 mg twice daily) or placebo and observed for relapse. Patiers were observe
peycloic rlapc. defined as CGl-improvenent sore of2  (mch worse or very uch worst)
rely hostilty or items of the PANSS on
o Comecuive dayt. Ziprasidone ws Sgaficanly superio o placebn e 1 feapse,with o
signfican difference bevveenthe different dose gtoups There were isufiien a0 cxamine
onage and ra did not
Teveal any differenial resporseness.

14.2 Bipolar I Disorder (Acute Mixed or Manic Episodes and Maintenance Treatment as an
Adjunct to Lithium or Valproate)
Acute Manic and Mixed Episodes Associated with Bipolar I Disorder
‘The efficacy of ziprasidone was established in 2 placebo-controlled, double-blind, 3-week
monotherapy studies in patiens meeting DSM-IV criteria for bipolar 1 disorder, manic or mixed episode
with or without psychotic features. Primary rating instruments used for assessing manic symptoms in
these il were: (1) the Mani Raig Scale (M), whic s derved tom e Sledule for Alfectve
e B) with items grouped as the Manic Syndrome
e (elevamd o, lessreed or sleap, excessive enrgy, oxcessive ctivy, grandiosi, e
Behavior and Ideation subscale (irritability, motor hyperactivity, accelerated speech, racing thoughs,
poor judgmen) and impaired irsight; and (2) the Clinical Global Impression-Severity of lliness Scale.
(CGES),  which was used to assess the clinical significance of treatmen response.
‘The results of the oral ziprasidone tials in adult bipolar 1 disorder, manic/mixed episode follow: ina 3-
week placebo-conirolled trial (n-210), the dose of ziprasidone was 40 mg twice daily on Day 1and 80
mg twice daily on Day 2. Titration within the range of 40-80 mg twice daily (in 20 mg twice daily
increments) was permitted for the duration of the study. Ziprasidone was significanlly more effective
than placebo in reduction of the MRS total score and the CGI-S score. The mean daily dose of
ziprasidone i this study was 132 mg. Ina second 3-week placebo-controlled trial (n-205), the dose of
ziprasidone was 40 mg twice daily on Day 1.Titration within the range of 40 to 80 mg twice daily (in 20
mg twice daily increments) was permitted for the durtion of study (begining on Day 2). Ziprasidone
was significandy more effective than placebo in reduction of the MRS total score and the CGI-S score.
‘The mean daily dose of ziprasidone inthis study was 112 mg.
Maintenance Therapy

‘The efficacy of ziprasidone as adjunctive therapy to lithium or valproate in the maintenance treatment of

lind randomized phase, patients continued treament with lithium or valproic acid and were randomize



10 receive either ziprasidone (admiristered twice daily totaling 80 mg fo 160 mg per day) or placebo.
Generally, in the mainterance phase, patients comtinued on the same dose on which they were stbilized
during the stabilization phase. The primary endpointin his study was time to recurrence of a
episode (manic, mixed or depressed episode) requiring intervention, which was defined as any of the

[ . clinical i amood episode (..
initiation of medication or hospitalization), or Mania Rating Scale score 218 or a MADRS score 218
(0n 2 consecutive assessments no more than 10 days apart). A total of 584 subjects were treated in the
open-label 127 subjects were treated with
ziprasidone, and 112 subjects were treated with placebo. Ziprasidone was superior o placebo in
increasing the time (0 recurrence of a mood episode. The types of relapse events observed included
d a sod essive, maric, and accounted for 53%,
34%, and 13%, respectively, of the total mumber of relapse events in the study.

16 HOW SUPPLIED/STORAGE AND HANDLING
Ziprasidone hydrochloride capsules are available s;
Ziprasidone hydrochloride capsules, 20 mg are size
opaque body, imprinted axially with "LU" on cap and
o pinkish granular powder.

NDC 68180-331-07 Botles of 60's

capsues with dark b opoe capand white
V51" i black ink, containing off-white

Ziprasidone hydrochloride capsules, 40 mg are size ‘4’ capsules with dark blue opaque cap and dark
blue opaque body, imprinted axially with "LU" on cap and "V52" on body in black ink, containing off-
white to pinkish granular powder.

NDC 68180-332-07  Bottles of 60's

Ziprasidone hydrochloride capsules, 60 mg are size ¥ capsules with white opaque cap and white
opaque body, imprinted axially with “LU" on cap and "V53" onbody in black ink, containing off-white
1o pinkish granular powder.

NDC 68180-333-07 Botiles of 60's

Ziprasidone hydrochloride capsules, 80 mg are size 2" capsules with dark blue opaque cap and white
opaque body, imprinted axilly with*LU" oncapand"V54" o body i blck n. conaining of-white
o pinkish granular powder.

NDC 68180-334-07 Botiles of 60's

Ziprasi les should be stored at 25°C (77° permitied 10 15° 0
e o 86°F) [See USP Controlled Room Temperature],

Maalox™ is a registered wademark of Novartis

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).
Administration with Food

Instruct patiens to take ziprasidone hydrochloride capsules with food for optimal absorption. The
absorption of ziprasidone is increased up to two-fold in the presence of food [see Drug Interactions
(7.10) and Clinical Pharmacology (12.3)].

QTe Prolongation
Advise patients to inform their health care providers of the following: History of QT prolongation;
recent acute myocardial infarction; heart ailure; other drugs that have

demonstated T prolongaton;risk for sgrifcant lectolyte abnormlies; an history of cardise
anhylhlma Isee d Warnings and Pr
it patients t0 report the onset of any conditions that put them at isk for significant electrolyte
dstrbances, ypolalemia i porsculr including but ot limited to the nitation of diuretic therapy or
such s dizziness, palpitations, or

0
syncope to the prescriber [see Warnings and Precautions (5.3)).
Severe Cutaneous Adverse Reactions

Intuc patiens o reprt o e helth care provide  the arist osetanysignsor sympioms
 be ssocisted with rug Reacionwith Eoimohilia ad Systric Sympors (RESS) or i
adverse Isee Warnings and Precauions

3.

Pregnancy

Advise pregnant women to notify their healthcare provider if they become pregnantor intend to become
Advise patienis i

hydrochloride may cause extrapyramidal and/or withdrawal symptoms (agitation, hypertonia, hypotonia,

tremor, somnolence, respiratory distress, and feeding disorder) in a neonate. Advise patienis that there

is a pregnancy exposure registry that moritors pregnancy outcomes in women exposed to ziprasidone

hydrochloride during pregnancy [see Use in Specific Populations (8.1)1.

Lactation

Advisebresdeeding women sin aprasidone ydrochlorde o manor infas or excess sedaton,
irritability, poor feeding, and extrapyramidal symptoms (tremors, and abnormal muscle movemenis) and
Lo seckmedical care If ey notce these sign [oce Use in Specic Populaions (3.1

Infertiliyy

Advise femles of reproductive potenial that ziprasidone hydrochloride may impair fertility due o an
increase in serum prolactin levels. The effects on ferdlity are reversible [see Warnings and Precautions
(5.15) and Use in Specific Populations (8.3)].

“This products label may have been updated. For current full prescribing information, please visit

www lupinpharmaceuticals.com.

Manufactured for

Lupin Pharmaceuticals, Inc.

Baltnore, Maryland 21202

United States

MADE IN INDIA

Revised: April 2020 ID#: 264671

PATIENT SUMMARY OF INFORMATION ABOUT

Ziprasidone Hydrochloride (zi pras’ i done hye” droe klor’ ide) Capsules

Rxonly

Information for patients taking ziprasidone hydrochloride capsules or their caregivers

“This summary contains important information about ziprasidone hydrochloride capsules. Itis not meant
o take the place of your doctor's instructions. Read this information carefully before you take
ziprasidone capsules, harmacist if you do not any of this
information or if you want to know more about ziprasidone hydrochloride capsules.

What Is Ziprasidone Hydrochloride?

Ziprasidone is a type of alled also known s an
atypical antipsychotic. Ziprasidone hydrochloride can be used to treat symptoms of schizophreia and
acute manic or mixed episodes associated with bipolar disorder. Ziprasidone hydrochloride canalso be
used as maintenance weatment of bipolar disorder when added to lithium or valproate.

Who Should Take Ziprasidone Hydrochloride Capsules?

‘your doctor can know if ziprasidone hydrochloride capsules are right for you. Ziprasidone
hydmchlnnde capsules may be prescribed for you if you have schizophrenia or bipolar disorder.
Symptoms of schizophrenia may include:

© hearing voices, sceing things, or sensing things that are not there (hallucinations)
« beliefs thatare not true (delusions)

o unusual suspiciousness (paranoia)

« becoming withdrawn from family and friends

Symptoms of manic or mixed episodes of bipolar disorder may include:
extremely high or irritable moo

increased energy, activiy, and restlessness

racing thoughts or talking very fast

easily distracted

litle need for sleep

i youshow a esporse 1 iprasidonehydrochloide capsues, your syngtors my improve. If you
continue (0 ta sidone hydrochloride capsules there is less chance of your symptoms returring,
Dot st aking e capoules oven when o eel heter without s disciseing N wih your docior
Itis also important o remember that ziprasidone hydrochloride capsules should be taken with food
What s the most important safety information I should know about ziprasidone hydrochloride?
Ziprasidone bydrochlorde s not approved forthe reatment ofpaients with dementia
ps: ith a diagnosis of psychosis related to dementia treated with
imlp yel R e oo nrensed o of deathwhen compared to patients who are treated with
placebo (a sugar pil.

Ziprasidone hydrochloride is an effective drug to treat the symptoms of schizophrenia and the manic or
ived episcdes of bipalar disorder. However, one potenial st effec s that i ay ehange the way
the electrical currentin your heart works more than some other drugs. The change is small and it is not
T whethes i will be bl bt some orbes drugs tha couse s e f chinge bave inrre
case of should
be used oy after your docior ba consdered his ktor ziprasidone hy-lru(hlumle st risks
and benefits of other medications available for treating schizophrenia or bipolar manic and mi

episodes.

Your risk of dangerous changes in heart rhythm can be increased if you are taking certain other
medicines and if you already have certain abnormal heart conditions. Therefore, itis important to
tell your doctor about any other medicines that you take, including non-prescription medicines,
supplements, and herbal medicines. You must also tell your doctor about any heart problems you
have or have had.

Who should NOT take Ziprasidone Hydrochloride Capsules?

Elderly patients with a diagnosis of psychosis related to dementia. Ziprasidone hydrochloride capsules,
are notapproved for the treatment of these patiens,

Anything the chance of y be avoided. Therefore, do
not take ziprasidone hydrochloride capsules if:

* You have certain heart diseases, for example, long QT syndrome, a recent heartattack, severe heart
failure, or certain irregularities of heart hythm (discuss the specifics with your doctor)

* You are currently taking medications that should not be taken in combination with ziprasidone, for
exanple, dofetilide, sotalol, quinidine, other Class Ia and Il anti-arrhythmics, mesoridazire,
hioridazine, chlorpromezine, droperidol, pimozide, sparfloxacin, gatfloxacin, moxifloxacin,
halofantrine, mefloquine, pentanidine, arsenic wioxide, levomethadyl acetate, dolasetron mesylate,
probucol or tacrolimus.

lated

‘What To Tell Your Doctor Before You Start Ziprasidone Hydrochloride Capsules
Onty yourdocorcandecide i siprsidone hydocHlorde capelesare gt foryou. Befars you st
iprasidone hydrochloride capsules, be sure (o tell your doctor
have had any problem with the way your heart beats or any et less o disesse
any family history of heart disease, including recent heart attack
have had any problem with fainting or dizziness
are taking or have recenty taken any prescription medicines
are taking any over-the-counter medicines you can buy without a prescription, including
natural/herbal remedies
have had any problems with your liver
arepregrent, mghtbe pregran, or plno et pregran
are breastfeeding or plan to breasttee
areallergic o any medicies
have ever had ic reaction o any of the ients of ziprasidone
hydrochloride czpsules Askyour doclor of pharmeelatfo a s of tese Ingredients
o have low levels of potassium or megnesiumin your bloo

‘Your doctor may want you to get additional laboratory tests to see if ziprasidone hydrochloride capsule

is an appropriate treatment for you

Ziprasidone Hydrochloride and Other Medicines

“There are some medications that may be unsafe t0 use when taking ziprasidone hydrochloride, and there

are some medicines that can affect how well ziprasidone hydrochloride works. While you are o

ziprasidone hydrochloride, check with your doctor before starting any new prescription or over-the-
ounter medications, including naturalherbal remedies

How To Take Ziprasidone Hydrochloride Capsules

‘Take ziprasidone hydrochloride capsules only as directed by your doctor

Swallow the capsules whole.

Take ziprasidone hydrochloride capsules with food.

Itis best 10 take ziprasidone hydrochloride capsules at the same time each day.

Ziprasidone hydrochloride capsules may take a few weeks to work It is important o be patient.

Do not change your dose or stop taking your medicine without your doctor's approval.

Remember o keep taking your capsules, even when you feel beter.

Possible Side Effects

Because these problems could mean you're having a heart thythm abnormality, contact your doctor
IMMEDIATELY if you:



© Faintor lose consciousness
© Feel a change inthe way that your heart beats (palpitations)

Common sideeffects o ipasidon hydrochlorideiclude e folowingand should also be discussed
with your doctor if they oc

Feeling unisually nred o Feepy

Nausea or upset sto

© Restlessness.
© Abnormal muscle movemens, including tremor, shuffling, and uncontrolled involumiary movements
* Diarrhea

e
Increased cough / rumny nose

n‘ o develop anyside ffecs tat conceryou, lk with your docor s patculary inportnt o el
jour doctor if you have diarrhea, vomiting, or another illness that can cause you (0 loss

Jocior ay waik 1 Check your blaod 6 ke sure that you have the igh ambuntof tporian sals after

such illpesses

Foralistof all side effects that have ask your doctor or p
hydrochloride capsules Professional Package Insert.

‘What To Do For An Overdose

Incase of an overdose, call your doctor or poison control certer right away or go to the nearest
emergency room.
Other Important Safety Information

A all antipsychotic
n\edlcanem  including ipresidone hrochloride. Sgns of NMS inchude very high fever, g

muscl , confusion, sweating, or increased heart rate and blood pressure. NMS is a rare but
Coious sde effectthat couldbe o
Therefore, tell your doctor if you experience any of these signs.

layed-onset drug symptoms (DRESS)

can occur with ziprasidone. Signs of DRESS may include rash, l'ever, and swollenlymph nodes. Other

evere cutaneous adverse reactions (SCAR), such as Stevens-Johnson syndrome can occur with
ziprasidone. Signs of Stevens-Johnson syndrome may include rash with blisters which could include
ulcers inmouth, skin shedding, fever and target-like spots inthe skin. DRESS and other SCAR are
sometines fal;threfore ] your dociorimmedistely ifyou expeience any of hese sgre.

Adverse reactions related (0 high serious, have

in patiens treated vith atypical nipsychotics. There Bave beenfew repors of byperglycema or
diabetes in patients treated anditis

ydochloride is associated withthese reactios. Patiens reated with anatyplcal anipaychotic should
be monitored for symptoms of hyperglycemia.

Dizziness caused by a drop i your blood pressure may occur with ziprasidone hydrochloride,

especially when you first sart taking this medication or when the dose is increased. If this happers, be

careful not to stand up 100 quickly, and talk o your doctor about the problem.

Before aking ziprasidone hydrochloride capsules, ell your doctor if you

o are pregnant or plan on becoming pregnant.

o If you become pregnant while receiving ziprasidone hydrochloride, alk to your healthcare provider
about registering withthe Nationa Pregnancy Registy for Atpical Anipsychorics. Ve
register by calling orgoto l-and-research-
programs pregrancyregistry)

+ ire reasfeading or plano beasted. Ziprasidone hydrochloride can ass o your breastilk
‘Talk o your healthcare provider about the best way to feed your baby if you recieve ziprasidone
hydrochloride capsules.

i piness, be careful machinery or
driving amotor vehicle.
Since medications of the same drug class as ziprasidone hydrochloride may interfere with the ability of
the body o adjust to heat, it is best 1o avoid situations involving high temperature or humidity.
Itis best 1o avoid consuning alcoholic beverages while taking ziprasidone hydrochloride capsules.
Call your doctor immediately if you take more than the amount of ziprasidone hydrochloride capsules
prescribed by your doctor.
Ziprasidone hydrochloride capsules have ot been shown o be safe or effective in the treaument of
children and teeragersunde e age of 18 years old.

P d all medicines out of the reach of children.
How To Store Ziprasidone Hydrochloride Capsules
Store ziprasidone hydrochloride capsules at room temperature (39° to 86°F or 15° to 30°C).
For More Information About Ziprasidone Hydrochloride Capsules

‘This sheetis only a summary. Ziprasidone hydrochloride capsules are prescription medicine and only
‘your doctor can decide if it is right for you. If you have any questions or want more information about
ziprasidone hydrochloride capsules, talk with your doctor or pharmacist, address medical related

call
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